Traditional view considers that the arterial wall is composed of three concentric tissue coats
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The road less traveled (2)
The prevailing response-to-injury hypothesis of Russell Ross states that atherosclerosis is an inflammatory disease, leading to intimal lesions and luminal loss in large-and mediumsized arteries (3). Accordingly, intima-media thickness became an accepted measure of structural arterial remodeling and a strong predictor of atherosclerosis. However, it is unlikely that such one-direction road may solely travel the whole multiplex network like that of atherogenesis. Almost a decade ago, we have proposed an "interactive hypothesis" of atherogenesis, which appreciated the role of all structural components of the artery wall including periadventitial adipose tissue (PAAT) (4-6).
A long standing paradigm holds that the artery wall consists of three concentric tissue coats (tunicae): intima, media, and adventitia. However, large-and medium-sized blood vessels (where usually atherosclerosis develops) are consistently enveloped by PAAT, herein referred to as tunica adiposa (Fig.   1 ). Recent evidence has revealed that the adipose tissue is a dynamic endocrine and paracrine organ producing more than 100 signaling proteins, collectively termed adipokines (4, (7) (8) (9) (10) (11) (12) (13) (14) (15) (16) , abundantly secreted by inflamed and hypoxic adipose tissue (12, 13, 15) . Adiposa-derived mediators may contribute to vascular tone (17) (18) (19) , inflammation (12, 13, 15, 16) State-of-the-artery: periadventitial adipose tissue know that the proximal segments of coronary arteries are surrounded by subepicardial adipose tissue, and these segments are atherosclerosis-prone as compared to the distal, intramyocardial, tunica adiposa-free segments, which are atherosclerosis-resistant (4-6). Moreover, the evidence that the growth of adipose tissue mass is associated with tissue hypoxia (16) and, consequently, an accumulation of macrophages and T-lymphocytes, has raised the hypothesis that the inflamed adipose tissue is a primary event involved in the genesis of systemic and local (also vascular) disorders (15) . Note that both external and internal fat accumulation (22) is associated with an imbalanced secretion represented by a decreased release of antiinflammatory adipokines (13) and an enhanced release of proinflammatory adipokines (12, 15) (Table 1) . Such an friend-or-enemy (good cop-or-bad cop, as Americans used to say) secretory capacity of tunica adiposa requires specific pharmacological manipulation, aiming at boosting the production and/or receptor sensitivity of antiinflammatory adipokines (13, 20) , also vasorelaxing factors (17, 18) .
Cumulatively, adipobiology might be a new filed in vascular medicine. Hence (i) in basic research, we should no longer cut tunica adiposa, but keep it attached and in place, and subject to thorough examination, (ii) not only intima-media and epicardial adipose tissue thickness, but also adiposa thickness should be imaged, for example, in identifying high-risk population susceptible to atherosclerosis and monitor vascular wall changes during follow-up studies and therapeutic trials, (iii) adiposa may represent a new therapeutic target for vascular diseases, and (iv) structurebased mathematical models for arterial remodeling should also consider the forth arterial coat.
cONcLUSION
Here we have spotlighted an adipose road of atherogenesis, focusing on the possible paracrine role of tunica adiposa in an "outside-in" signaling pathway.
"And that has made some difference", paraphrasing Robert Frost's The road not taken (2) .
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